CLAIMS 



1. 



(currently amended) A method for forming a pharmaceutical 



composition, comprising: 

(a) forming a solution comprising a cholesteryl ester transfer 
protein inhibitor, a concentration-enhancing polymer, and a solvent; 



(c) said concentration-enhancing polymer being present in said 
solution in a sufficient amount so that said solid amorphous dispersion provides 
a maximum concentration of said cholesteryl ester transfer protein inhibitor in a 
use environment that is at least 10-fold the equilibrium concentration provided 
by a control composition consisting essentially of an equivalent amount of said 
cholesteryl ester transfer protein inhibitor but with no concentration-enhancing 
polymer 

wherein said cholesteryl ester transfer protein inhibitor has the Formula IV 



(b) 



rapidly removing said solvent from said solution to form a solid 
amorphous dispersion comprising said cholesteryl ester 
transfer protein inhibitor and said concentration-enhancing 
polymer; and 




Formula IV 



and pharmaceutical^ acceptable forms thereof; 
wherein R iy^ is hydrogen, Y iv, Wjy-Xj y or Wiv -Yiv; 
wherein WW is a carbonvl, thiocarbonyl, sulfinyi or sulfonyl; 
Xi v is -Q-Y i y, -S-Yiv, -NfHVY iv or -N-(Y L y) 2 ; 
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wherein Y i y for each occurrence is independently Z iy or a fully saturated, 
partially unsaturated or fully unsaturated one to ten membered straight or branched 
carbon chain wherein the carbons, other than the connecting carbon, may 
optionally be replaced with one or two heteroatoms selected independently from 
oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri- 
substituted independ entl y with halo, said carbon is optionally mono-substituted with 
hydroxy, said carbon is optionaily mono-substituted with oxo, said sulfur is 
optionally mono- or di-substituted with oxo, said nitrogen is optionally mono-, or di- 
substituted with oxo, and said carbon chain is optionally mono-substituted with Zi y; 

wherein Z iy is a partially saturated, fully saturated or fully unsaturated three 
to eight membered ring optionaily having one to four heteroatoms selected 
independently from oxygen, suifur and nitrogen, or a bicyciic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 
rings, taken independently, optionally having one to four heteroatoms selected 
independently from nitrogen, sulfur and oxygen; 

wherein said Z iy substituent is optionally mono-, di- or tri-substituted 
independently with halo, (Cg-Cg)alkenvl, (C i-C g) alkyl, hydroxy, (C i-C g)alkoxv, (Ci- 
Cj)alkvlthio, amino, nitro, cyano, oxo, carboxy, (C i-Cg )alkvloxycarbonyl, mono-N- or 
di-N,N-(C i-C g)aikyiamino wherein said (G t-C g)alkyl substituent is optionally mono-, 
di- or tri-substituted independently with halo, hydroxy, (C i-Cg )alkoxy, (C i- 
CU telkylthio, amino, nitro, cyano, oxo, carboxy, (C 1 -Cfi)alkyloxycarbonyl, mono-N- or 
di-N,N-(C i-C R)alkyiamino, said (C i-C fi )alkyl substituent is also optionaily substituted 
with from one to nine fluorines; 

Riv j is a partially saturated, fully saturated or fully unsaturated one to six 
membered straight or branched carbon chain wherein the carbons, other than the 
connecting carbon, may optionally be replaced with one or two heteroatoms 
selected independently from oxygen, sulfur and nitrogen wherein sa id carbon 
atoms are optionally mono-, di- or tri-substituted independently with halo, said 
carbon is optionally mono-substituted with oxo, said carbon is optionally mono- 
substituted with hydroxy, said suifur is optionally mono- or di-substituted with oxo, 
said nitrogen is optionally mono- or di-substituted with oxo; or said R jy ^ is a partially 
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saturated , fully saturated or fully unsaturated three to seven membered ring 
optionally having one to two heteroatoms selected independently from oxygen, 
sulfur and nitrogen, wherein said R jy ^ ring is optionally attached through (C i- 

wherein said R iv- ? ring is optionally mono-, di- or tri-substituted 
independently with halo, (C ?-C g)alkenyl, fC i-C g) alkyl, hydroxy, (C r Cg )alkoxv, (C r 
C ^alkylthio, amino, nitro, cyano, oxo, carboxv, (C i-C g)alkyloxvcarbonvl, mono-N- or 
di-N,N-(C i-Cg )alkylamino wherein said (C i-C g)alkyl substituent is optionally mono-, 
di- or tri-substituted independently with halo, hydroxy, (C -i-Cg )aikoxv, (C i- 
C^alkvlthio, oxo or fC -i-Cg )aikvloxvcarbonvl; 

with the proviso that R iy ^ is not methyl; 
Rjv-g is hydrogen or CW ; 

wherein Q j y is a fully saturated, partially unsaturated or fully unsaturated one 
to six membered straight or b ra nched carbon chain wherein the carbons other than 
the connecting carbon, may optionally be replaced with one heteroatom selected 
from oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri- 
substituted independently with halo, said carbon is optionally mono-substituted with 
hydroxy, said carbon is optionally mono-substituted with oxo, said sulfur is 
optionally mono- or di-substituted with oxo, said nitrogen is optionally mono- or di- 
substituted with oxo, and said carbon chain is optionally mono-substituted with V iy; 

wherein V iy is a partially saturated, fully saturated or fully unsaturated three 
to eight membered ring optionally having one to four heteroatoms selected 
independently from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 
rings, taken independently, optionally having one to four heteroatoms selected 
independently from nitrogen, sulfur and oxygen; 

wherein said Viy substituent is optionally mono-, di-, tri-, or tetra-substituted 
independently with halo, (C i-Cg )alkyl, (C ?-Cg )alkenyl, hydroxy, (C f-Cg )alkoxy, 
(Ci-C4 )alkyithio, amino, nitro, cyano, oxo F carboxamoyl, mono-N- ordi-N,N-(C i-Cg) 
alkylcarboxamoyl, carboxv, (C r-C g)alkvloxvcarbonvl, mono-N- ordi-N,N-(C i- 
CR)alkylamino wherein said (C rCg telkvl or (C? -C g)alkenvi substituent is optionally 
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mono-, di- ortri-substituted independently with hydroxy, (C i-Cg )alkoxy, (C r 
C ^alkylthio, amino, nitro, cyano, oxo, carboxy, (C i-Cg )alkyloxvcarbonvS, mono-N- or 
di-N,N-(CrCg)alkvlamino, said (C-j-C g)alkyl or (Cg -C gtelkenyl substituents are also 
optionaliv substituted with from one to nine fluorines; 
Riv-4 is Q iy-i or V iy-i ; 

wherein Q iv-i a fully saturated, partially unsaturated or fully unsaturated one 
to six membered straight or branched carbon chain w herein the carbons, other than 
the connecting carbon, may optionaliv be replaced with one heteroatom selected 
from oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri- 
substituted independently with halo, said carbon is optionally mono-substituted with 
hydroxy, said carbon is optionaliv mono-substituted with oxo, said sulfur is 
optionally mono- or di-substituted with oxo, said nitrogen is optionaliv mono- or di- 
substituted with oxo, and said carbon chain is optionally mono-substituted with 

wherein V i\m is a partially saturated, fully saturated or fully unsaturated three 
to six membered ring optionally having one to two heteroatoms select ed 
independently from oxygen, sulfur and nitrogen; 

wherein said VW i substituent is optionally mono-, di-, tri-, or tetra-substituted 
independently with halo, (C i-Cg )alkyl, (C i-Cg )alkoxy, amino, nitro, cyano, 
(Ci-Cg )alkyloxycarbonyl, mono-N- or di-N,N-(C i-Cg )alkylamino wherein said (C i- 
Cg )alkyl substituent is optionally mono-substituted with oxo, said (C i-Cg )alkyl 
substituent is also optionally substituted with from one to nine fluorines; 

wherein either R sy^ must contain V i y or R iy_4 must contain V iy^ ; 

Rjy^' Rr^g' ^iy£ and R iy^. are eacn independently hydrogen, a bond, nitro or 
halo wherein said bond is substituted with T t v or a partially saturated, fully saturated 
or fully unsaturated (C 1-C1? ) straight or branched carbon chain wherein carbon, 
may optionally be replaced with one or two heteroatoms selected independently 
from oxygen, sulfur and nitrogen wherein said carbon atoms are optionally mono-, 
di- or tri-substituted independently with halo, said carbon is opt ionally mono- 
substitu ted with hydroxy, said carbon is optionally mono-substituted with oxo, said 
sulfur is optionally mono- or di-substituted with oxo, said nitrogen is optionaliv 
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mono- or di-substituted with oxo, and said carbon is optionailv mono-substituted 
with TW ; 

wherein T iv is a partially saturated, fully saturated or fully unsaturated three 
to eight membered ring optionailv having one to four heteroatoms selected 
independently from oxygen, sulfur and nitrogen, or, a bicyclic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 
rings, taken independently, optionally having one to four heteroatoms selected 
independently from nitrogen, sulfur and oxygen; 

wherein said T i y substituent is optionally mono-, di- or tri-substituted 
independently with halo, (C r C g)alkyl, (Cg -Cg )alkenyl, hydroxy, (C i-C g)aikoxy, (C i- 
Cj jalkylthio, amino, nitro, cyano, oxo, carboxy, (C -rCg teikyloxycarbonyl, mono-N- or 
di-N,N-(C i-C g)alkylamino wherein said (C r Cg )alkyl substituent is optionally mono-, 
di- or tri-substituted independently with hy droxy, ( C r Cg)al koxy , (Oi -Cj)a I kylth io , 
amino, nitro, cyano, oxo, carboxy, (C i-C gtelkyloxycarbonyl, mono-N- or di-N,N- 
(Ci-Cg)alkyiamino, said (Ci-Cg)alkvl substituent is also optionailv substituted with 
from one to nine fluorines; and 

wherein R iy^ and R iv^ , or R iv ^ and R iy. ?. and/or Riv.? and R iy. « may also be 
taken together and can form at least one four to eight membere d ring that is 
partially saturated or fully unsaturated optionally having one to three heteroatoms 
independently selected from nitrogen, sulfur and oxygen; 

wherein said ring or rings formed by R iv ^ and R iv^ , or R iy- § and Riv.?, and/or 
Riv^ and Rj y_g are optionally mono-, di- or tri-substituted independently with halo, 
(C r C g )alkvl, (C r Cj )alkvlsulfonvl, (C? -Cg )alkenyl, hydroxy, (C i-Ci Qaikoxv, (d - 
CXOalkvithio, amino, nitro, cyano, oxo, carboxy, (C -i-C fi)alkvloxvcarbonyl, mono-N- or 
di-N,N-(C i -Cg)alkvlamino wherein said (C i-C g)alkyl substituent is optionally mono-, 
di- or tri-substituted independently with hydroxy, (C 1 -Cfi)alkoxy ! (Ci-C4)alkylthio, 
amino, nitro, cyano, oxo, carboxy, (C 1 -C g)alkyloxvcarbonyl, mono-N- or di-N,N-(C i- 
Cg )alkvlamino, said (C i-Cg )alkyl substituent is also optionally substituted with from 
one to nine fluorines; with the proviso that when R iyg is carboxy! or (C 1-C4) 
alkylcarboxyl, then R jy-i is not hydrogen; 

and wherein said concentration-enhancing polymer is selected from 
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hydroxypropyl methyl ceilulose acetate succinate, hydroxypropyl methyi cellulose 
succinate, hydroxypropy! cellulose acetate succinate , hydrox yethyl methy l cellulose 
succinate, hydroxyethyl cellulose acetate succinate, hydroxypropyl methyl celiuiose 
phthalate, hydroxyethyl methyl cellulose acetate succinate, hydroxy ethyl methyl 
cellulose acetate phthalate, carboxyethyl cellulose, carboxymethyl cellulose, 
carboxymethvlethvl celiuiose, cellulose acetate phthalate, methyl cellulose acetate 
phthalate. ethyl cellulose acetate phthalate, hydroxypropyl cellulose acetate 
phthalat e , , hydroxypropyl methyl cellulose acetate phthalate, hydroxypropyl 
celiuiose acetate phthalate succinate, hydroxypropyl methyl cellulose acetate 
succinate phthalate, hydroxypropyl methyl cellulose succinate phthalate, cellulose 
propionate phthalate, hydroxypropyl cellulose butvrate phthalate, cellulose acetate 
trimellitate. methyl ceilulose acetate trimellitate, ethyl cellulose acetate trimeliitate, 
hydroxypropyl cellulose acetate trimellitate, hydroxypropyl meth yl cellulose acetate 
trimellitate, hydroxypropyl cellulose acetate trimellitate succinate, cellulose 
propionate trimellitate, cellulose butvrate trimellitate, cellulose acetate 
terephthalate, cellulose acetate isophthalate, cellulose acetate 
pyridinedicarboxvlate, salicylic acid cellulose acetate, hydroxypro p yl sal icylic acid 
cellulose acetate, ethylbenzoic acid cellulose acetate, hydroxypropyl ethylbenzoic 
acid ceilulose acetate, ethyl phthalic acid cellulose acetate, ethyl nicotinic acid 
cellulose acetate, and ethyl picolinic acid cellulose acetate 

2. (original) The method of claim 1 , further comprising the step 
of atomizing said solution to form droplets. 

3. (original) The method of claim 2 wherein said step of 
atomizing said solution is performed by spraying said solution through a pressure 
nozzle. 

4. (original) The method of claim 1 wherein said solvent is 
removed by spray-drying. 
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5. (original) The method of claim 1 wherein said solvent is 
removed by spray-coating. 



6. (currently amended) A method for forming a pharmaceutical 
composition, comprising: 

(a) feeding a cholesteryl ester transfer protein inhibitor into an 
extruder; 

(b) feeding a concentration-enhancing polymer into said extruder; 

(c) extruding said cholesteryl ester transfer protein inhibitor and 
said concentration-enhancing polymer through said extruder to 
form a solid amorphous dispersion comprising said cholesteryl 
ester transfer protein inhibitor and said concentration- 
enhancing polymer; and 

(d) feeding a sufficient amount of said concentration-enhancing 
polymer into said extruder so that said solid amorphous 
dispersion provides a maximum concentration of said 
cholesteryl ester transfer protein inhibitor in a use environment 
that is at least 10-fold the equilibrium concentration provided 
by a control composition consisting essentially of an equivalent 
amount of said cholesteryl ester transfer protein inhibitor but 
with no concentration-enhancing polymer 

wherein said cholesteryl ester transfer protein inhibitor has the Formula IV 



OR ( v-4 




Formula IV 



and pharmaceutical^ acceptable forms thereof; 



wherein R iy_i is hydrogen, Y i y, W iy-Xj y or Wi y-Yjy; 
wherein W i y is a carbonyl, thiocarbonyl, suifinyl or sulfonyl; 
X iV is -O-Y i y, -S-Y i y, -N(H)-Y i v or -N-(Yiy k 

wherein Y i y for each occurrence is independently Zj y or a fully saturated, 
partially unsaturated or fully unsaturated one to ten membered straight or branched 
carbon chain wherein the carbons, other than the connecting carbon, may 
optionally be replaced with one or two heteroatoms selected independently from 
oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- ortri- 
substituted independently with halo, said carbon is optionally mono-substituted with 
hydroxy, said carbon is optionailv mono-substituted with oxo, said sulfur is 
optionally mono- or di-substituted with oxo, said nitrogen is optionally mono-, or di- 
substituted with oxo, and said carbon chain is optionailv mono-substituted with Z ty; 

wherein Zj y is a partially saturated, fully saturated or fully unsaturated three 
to ei ght membered ring optionally having one to four heteroatoms selected 
independently from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 
rings, taken independently, optionally having one to four heteroatoms selected 
independently from nitrogen, sulfur and oxygen; 

wherein said Z iy substituent is optionally m ono- , di- or tri-substituted 
independently with halo. (C ?-C s)alkenyl, (C i-C fi ) alkvl, hydroxy, (C i-C g)alkoxy, fC r 
C^alkylthio, amino, nitro, cyano, oxo, carboxy, {C i~Cg )alkvloxvcarbonyl, mono-N- or 
di-N.N-fC ^-C gtelkvlamino wherein said (C i-C g)alkyi substituent is optionally mono-, 
di- or tri-substituted independently with halo, hydroxy, (C i-C g)alkoxy, (C r 
Cd )alkvlthio, amino, nitro, cyano, oxo, carboxy, (C i-Cg )aikvloxvcarbonyl T mono-N- or 
di-N,N-(C r C g)alkvlamino, said (C r C g)alkyl substituent is also optionally substituted 
with from one to nine fluorines; 

Rivg is a partially saturated, fully saturated or fully unsaturated one to six 
membered straight or branched carbon chain wherein the carbons, other than the 
connecting carbon, may optionally be replaced with one or two heteroatoms 
selected independently from oxygen, sulfur and nitrogen wherein said carbon 
atoms are optionally mono-, di- or tri-substituted independently with halo, said 
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carbon is optionally mono-substituted with oxo, said carbon is optionally mono- 
substituted with hydroxy, said sulfur is optionally mono- or di-substituted with oxo, 
said nitrog en is optionally mono- or di-substituted with oxo; or said R iv. ? is a partially 
saturated, fully saturated or fully unsaturated three to seven membered ring 
optionally having one to two heteroatoms selected independently from oxygen, 
sulfur and nitrogen, wherein said R iv. ? ring is optionally attached through (C r 
Q.4MM1 

wherein said Fy ? ring is optionally mono-, di- or tri-substituted 
independently with haio, (C? -Cg )alkenyl, (C i-Cg ) alkyl, hydroxy , (CrC glalkoxy, (C i- 
C ^alkyithio, amino, nitro, cyano, oxo, carboxy, (C r Cg )alkvloxvcarbonyl, mono-N- or 
di-N,N-(C i-Cg )alkvlamino wherein said (C i-C g)alkyl substituent is optionally mono-, 
di- or tri-substituted independently with halo, hydroxy, (C i-Cg )alkoxy, (C i- 
C U)alkvlthio, oxo or (C i-Cg )alkvloxvcarbony l ; 

with the proviso that R iy ^ is not methyl; 
Riv ^ is hydrogen or Q iy; 

wherein Qiv is a fully saturated, partially unsaturated or fully unsaturated one 
to six membered straight or branched carbon chain wherein the carbons other than 

the connecting carbo n, may optionally be replaced with one heteroatom sele cte d 

from oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri- 
substituted independently with halo, said carbon is optionally mono-substituted with 
hydroxy, said carbon is optionally mono-substituted with oxo, said sulfur is 
optionally mono- or di-substituted with oxo, said nitrogen is optionally mono- or di- 
substituted with oxo, and said carbon chain is optionally mono-substituted with VW ; 

wherein V iy is a partially saturated, fully saturated or fully uns aturated three 
to eight membered ring optionally having one to four heteroatoms selected 
independently from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 
rings, taken independently, optionally having one to four heteroatoms selected 
independently from nitrogen, sulfur and oxygen; 

wherein said V iy substituent is optionally mono-, di-, tri-, or tetra-substituted 
independently with halo, (C i-Cg )aikyl, (Cg -C g)alkenyl, hydroxy, (C r Cg )alkoxy, 
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(Ci-C^aikylthio, amino, nitro, cvano, oxo, carboxamovl, mono-N- or di-N.N-(Ci-Cg) 
alkylcarboxamovl, carboxv, (C i-C g)alkv[oxvcarbonvl, mono-N- or di-N,N~(C r 
C g)alkylamino wherein said (Ci-Ca)alkvl or (C r C g)alkenyl substituent is optionailv 
mono-, di- or tri-substituted independently with hydroxy, (C i-C g)alkoxv, (d- 
Cd ^alkvlthio, amino, nitro, cvano, oxo, carboxv, (C -i-C g)alkvloxvcarbonvl, mono-N- or 
di-N.N"fC i-C g)alkylamino, said (C i-C g)alkyl or fC r C g)aikenvl substituents are also 
optionailv substituted with from one to nine fluorines; 
Rivals Qiv.1 orViv.i; 

wherein Q r .. M a fully saturated, partially unsaturated or fully unsaturated one 
to six membered straight or branched carbon chain wherein the carbons, other than 
the connecting carbon, may optionally be replaced with one heteroatom selected 
from oxygen, sulfur and nitrogen and said carbon is optionailv mono-, di- or tri- 
substituted independently with halo, said carbon is optionailv mono-substituted with 
hydroxy, said carbon is optionailv mono-substituted with oxo, said sulfur is 
optionailv mono- or di-substituted with oxo. said nitrogen is optionailv mono- or di- 
substituted with oxo. and said carbon chain is optionally mono-substituted with 
Vim; 



wherein V iy-i is a partially saturated, fully saturated or fully unsaturated three 
to six membered ring optionailv having one to two heteroatoms selected 
independently from oxygen, sulfur and nitrogen; 

wherein said Viv_i substituent is optionally mono-, di-, tri-, or tetra-substituted 
independently with halo, (C i-Cg )alkyl, (C i-Cf Oalkoxv, amino, nitro, cvano, 
(Ci-Cfi)alkvloxvcarbonvl, mono-N- or di-N,N-(C i-CR )alkvlamino wherein said (C r 
C fi )alkyl substituent is optionally mono-substituted with oxo, said (C i-Cgtelkvl 
substituent is also optionally substituted with from one to nine fluorines; 

wherein either R 1V -3 must contain Vty or R iy- 4 must contain VV m; 

Riv 5, R v-6, Rrv-? and Rjy ^are each independently hydrogen, a bond, nitro or 
halo wherein said bond is substituted with T i y or a partially saturated, fully saturated 
or fully unsaturated fC i-Ci ?) straight or branched carbon chain wherein carbon, 
may optionally be replaced with one or two heteroatoms selected independently 
from oxygen, sulfur and nitrogen wherein said carbon atoms are optionally mono-, 
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di- or tri-substituted independently with halo, said carbon is optionaliy mono- 
substituted with hydroxy, said carbon is optionally mono-substituted with oxo, said 
sulfur is optionally mono- or di-substituted with oxo, said nitrogen is optionally 
mono- or di-substituted with oxo, and said carbon is optionally mono-substituted 
with T jy; 

wherein T jv is a partially saturated, fully saturated or fully unsaturated three 
to eight membered ring optionally having one to four heteroatoms selected 
independently from oxygen, sulfur and nitrogen, or, a bicyclic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 
rings, taken independently, optionally having one to four heteroatoms selected 
independently from nitrogen, sulfur and oxygen; 

wherein said TV,/ substituent is optionally mono-, di- or tri-substituted 
independently with halo, (C i-Cg )aikyl, (C ?-Cg )alkenyi, hydroxy, (C r Cg )alkoxy, (C i- 
C ^alkyithio, amino, nitro, cyano, oxo, carboxy, (C i-Cs )alkvloxvcarbonvl, mono-N- or 
di-N,N-(C i-C g)alkyiamino wherein said (Ci-Cgtelkvl substituent is optionally mono-, 
di- or tri-substituted independently with hydroxy, (C i-Cf Oalkoxv, fC i-Ca telkvlthio, 
amino, nit r o, cyan o , oxo, carboxy, (C r-C g)alkvloxycarbonyl, mono-N- ordi-N.N- 
(C-i-Cg )aikylamtno, said (C i-C fi )aikvl substituent is also optionally substituted with 
from one to nine fluorines; and 

wherein FW j and FW or R iv_ R and R | V . 7 . and/or FWand R iv-g may also be 
taken together and can form at least one four to eight membered ring that is 
partially saturated or fully unsaturated optionaliy having one to three heteroatoms 
independently selected from nitrogen, sulfur and oxygen; 

wherein said ring or rings formed by Rj y- s and R jy^ , or R iy-g and R iy-? , and/or 
Riv ^and R iv_g are optionally mono-, di- or tri-substituted independently with halo, 
(Ci-C g)alkvl, (C i-C ^alkvlsulfonyl, (C? -C fi )alkenyl, hydroxy, (C i-C fi )alkoxy, (Ci~ 
Cj telkvlthio. amino, nitro, cyano, oxo, carboxy, (C i-C gjalkyloxycarbonyl, mono-N- or 
di-N,N-(C i-Cg )aikylamino wherein said (C i-Cg )alkyl substituent is optionally mono-, 
di- or tri-substituted independently with hydroxy, (C i-C fi )alkoxy, (C i-Cd)alkvlthio. 
amino, nitro, cyano, oxo, carboxy. (C i-C g)alkyloxvcarbonyl, mono-N- or di-N,N-(C r 
Cg)alkvlamino, said (Ci-Cg )alkyl substituent is also optionally substituted with from 
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one to nine fluorines; with the proviso that when R tv^ is carboxyl or (C 1-C4) 
alkylcarboxyl, then R i\m is not hydrogen; 

and wherein said concentration-enhancing polymer is se lected from 
hydroxvpropyl methyl cellulose acetate succinate, hydroxypropyl methyl cellulose 
succinate, hydroxypropyl cellulose acetate succinate, hydroxyethyl methyl cellulose 
succinate, hydroxyethyl cellulose acetate succinate, hydroxypropyl methyl cellulose 
phthalate, hydroxyethyl methyl cellulose acetate succinate, hydroxyethyl methyl 
cellulose acetate phthalate, carboxyethvl cellulose, carboxvmethvl cellulose, 
carboxymethylethyl cellulose, cellulose acetate phthalate, methyl cellulose acetate 
phthalate, ethyl cellulose acetate phthalate, hydroxypropyl cellulose acetate 
phthalate, hydroxypropyl methyl cellulose acetate phthalate, hydroxypropyl 
cellulose acetate phthalate succinate, hydroxypropyl methyl cellulose acetate 
succinate phthalate, hydroxypropyl methyl cellulose succinate phthalate, cellulose 
propionate phthalate, hydroxypropyl cellulose butyrate phthalate, cellulose ace tate 
trimeilitate, methyl cellulose acetate trimellitate, ethyl cellulose acetate trimellitate, 
hydroxypropyl cellulose acetate trimellitate, hydroxypropyl methyl cellulose acetate 
trimellitat e, hydroxypropyl cellulose acetate trimellitate succinate, cellulose 
propionate trimellitate, cellulose butyrate trimellitate, cellulose acetate 
terephthalate, cellulose acetate isophthalate, cellulose acetate 
pyridinedicarboxylate, salicylic acid cellulose acetate, hydroxypropyl salicylic acid 
cellulose acetate, ethylbenzoic acid cellulose acetate, hydroxypropyl ethyibenzoic 
acid cellulose acetate, ethyl phthalic acid cellulose acetate, ethyl nicotinic acid 
cellulose acetate, and ethyl picolinic acid cell ulose acetate. 

7. (original) The method of claim 6, further comprising the step 
of mixing said cholestery! ester transfer protein inhibitor and said concentration- 
enhancing polymer together to form a mixture prior to feeding said cholesteryl ester 
transfer protein inhibitor and said concentration-enhancing polymer into said 
extruder. 

8. (original) The method of claim 6, further comprising the step 
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of mixing said cholesteryl ester transfer protein inhibitor and said concentration- 
enhancing polymer together to form a mixture after feeding said cholesteryl ester 
transfer protein inhibitor and said concentration-enhancing polymer into said 
extruder, 

9. (original) The method of claim 6, further comprising the step 
of forming a molten mixture of said cholesteryl ester transfer protein inhibitor and 
said concentration-enhancing polymer. 

1 0. (original) The method of claim 9, further comprising the step 
of rapidly cooling said molten mixture. 

1 1 . (original) The method of claim 9, further comprising the step 
of feeding an exctpient into said extruder to reduce the temperature required to 
form said molten mixture. 

1 2. (original) The method of claim 6 wherein said extruder is a 
twin-screw extruder. 

1 3. (currently amended) A method for forming a pharmaceutical 
composition, comprising: 

(a) forming a molten mixture comprising a cholesteryl ester 
transfer protein inhibitor and a concentration-enhancing 
polymer; 

(b) cooling said mixture to form a solid amorphous dispersion 
comprising said cholesteryl ester transfer protein inhibitor and 
said concentration-enhancing polymer; and 

(c) providing a sufficient amount of said concentration-enhancing 
polymer in said mixture so that said solid amorphous 
dispersion provides a maximum concentration of said 
cholesteryl ester transfer protein inhibitor in a use environment 
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that is at least 10-foid the equilibrium concentration provided 
by a control composition consisting essentially of an equivalent 
amount of said cholesteryl ester transfer protein inhibitor but 
with no concentration-enhancing polymer 



wherein sa id choles teryl ester transfer protein inhibitor has the Formula IV 



and pharmaceutical^ acceptable forms thereof; 
wherein R iv-i is hydrogen, Yj y , W iv-Xiy or W iy-Yiv; 
wherein WW is a carbonyl, thiocarbonyl, sulfinyl or sulfonyl; 
Xjv is -O-Y i y, -S-Y i v, -NfHV-Yiy or -N-(Yivk 

wherein Yi y for each occurrence is independently Ziy or a fully saturated, 
partially unsaturated or fully unsaturated one to ten membered straight or branched 
carbon chain wherein the carbons, other than the connecting carbon, may 
optionally be replaced with one or two heteroatoms selected independently from 
oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- ortri- 
substituted independently with halo, said carbon is optionally mono-substituted with 
hydroxy, said carbon is optionally mono-substituted with oxo, said sulfur is 
optionally mono- or di-substituted with oxo, said nitrogen is optionally mono-, or di- 
substituted with oxo, and said carbon chain is optionally mono-substituted with Z v: 

wherein Z i y is a partially saturated, fully saturated or fully unsaturated three 
to eight membered ring optionally having one to four heteroatoms selected 
independently from oxygen , sulfur and nitrogen, or a bicyclic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 
rings, taken independently, optionally having one to four heteroatoms selected 
independently from nitrogen, sulfur and oxyg en ; 



o 




Riv-s N ORiv.4 



Formula IV 
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wherein said Z iy substituent is optionally mono-, di- or tri-substituted 
independently with halo, (C g-C g)alkenvl, (€ i-C g) alkvl, hydroxy, (C r C fi)alkoxv, (C r 
C ^alkylthio, amino, nitro, cyano, oxo, carboxy, (C i-C g)alkyloxycarbonyl, rnono-N- or 
di-N,N-(C i-Cg )a[kylamino wherein said (C i-C g)alkyl substituent is optionally mono-, 
di- or tri-substituted independently with halo, hydroxy, (C rC gtelkoxy, (C r 
Gitelkvlthio, amino, nitro, cyano, oxo, carboxy, (C i-Ct Oalkvloxycarbonyl, mono-N- or 
di~N,N-(C r Cg )aikvlam ino, said (Ci-C B )alkyi substituent is also optionally substituted 
with from one to nine fluorines; 

Riv- g is a partially saturated, fully saturated or fully unsaturated one to six 
membered straight or branched carbon chain wherein the carbons, other than the 
connecting carbon, may optionally be replaced with one or two heteroatoms 
selected independently from oxygen, sulfur and nitrogen wherein said carbon 
atoms are optionally mono-, di- or tri-substituted independently with halo, said 
carbon is optionally mono-substituted with oxo, said carbon is optionally mono- 
substituted with hydroxy, said sulfur is optionally mono- or di-substituted with oxo T 
said nitrogen is optionally mono- or di-substituted with oxo; or said R iv g is a partially 
saturated, fully saturated orfuliy unsaturated three to seven membered ring 
o ptio nally having one to two heteroatoms selected independently from oxygen, 
sulfur and nitrogen, wherein said Riv_? ring is optionally attached through (C r 
C ^alkvl; 

wherein said R iy^? ring is optionally mono-, di- or tri-substituted 
independently with halo, (C?-C g )alkenyl, (C i-Cg ) alkyl, hydroxy, (C r-Cg)aikoxv, (C r 
C ^aikylthio, amino, nitro, cyano, oxo, carboxy, (C i-Cg )alkvloxycarbonyl, mono-N- or 
di-N,N-(C i-Cg )aikvlamino wherein said (C r Cg )alkvl substituent is optionally mono-, 
di- or tri-substituted independently with halo, hydroxy, (C r Cg )alkoxy, (C r 
C4 )alkylthio, oxo or (C i-Cg )alkyloxycarbonyl; 

with the proviso that R iy. ? is not methyl; 
Riy_3 is hydrogen or Q ■,„■; 

wherein Q i y is a fully saturated, partially unsa turated or fully, uns aturated one 
to six membered straight or branched carbon chain wherein the carbons other than 
the connecting carbon, may optionally be replaced with one heteroatom selected 
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from oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- ortri- 
substituted independently with halo, said carbon is optionally mono-substituted with 
hydroxy , said carbon is optionaliy mono-substituted with oxo, said sulfur is 
optionally mono- or di-substituted with oxo, said nitrogen is optionally mono- or di- 
substituted with oxo, and said carbon chain is optionally mono-substituted with V jy; 

wherein V iv is a partially saturated, fully saturated or fully unsaturated three 
to eight membered ring optionally having one to four heteroatoms selected 
independently from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 
rings, taken independently, optionally having one to four heteroatoms selected 
independently from nitrogen, sulfur and oxygen; 

wherein said V iv substituent is optionally mono-, di-, tri-, or tetra-substituted 
independently with halo, (C i-C g)alkvl, (C ?-Cg )alkenvl, hydroxy, (C i-C fi )alkoxy, 
fC^-C^alkvlthio, amino, nitro, cyano, oxo, carboxamoyl, mono-N- ordi-N,N-(Ci-Cfi ) 
alkvlcarboxamovl, carboxv, (C i-C g)alkvloxvcarbonvi, mono-N- or di-N.N-(Ci- 
Cfilalkvlamino wherein said (C i-C stelkvl or fC?-Cgtetkenvi substituent is optionally 
mono-, di- or tri-substituted independently with hydroxy. fCi-C^alkoxv, (&- 
Cd)alkvlthio, amino, nitro, cyano, oxo, carboxv, (C r C g)alkvloxvcarbonyl, mono-N- or 
di-N,N-(C r Cg )alkvlamino, said (C i-C fi )alkvl or (C?-C*Oalkenvl substituents are also 
optionally substituted with from one to nine fluorines; 
Riv ^isQ iy-i i orViy.i; 

wherein Q i\m a fully saturated, partially unsaturated or fully unsaturated one 
to six membered straight or branched carbon chain wherein the carbons, other than 
the connecting carbon, may optionally be replaced with one heteroatom selected 
from oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri- 
substituted independently with halo, said carbon is optionally mono-substituted with 
hydroxy, said carbon is optionally mono-substituted with oxo, said sulfur is 
optionally mono- or di-substituted with oxo, said nitrogen is optionally mono- or di- 
substituted with oxo, and said carbon chain is optionally mono-substituted with 



wherein Viy.i is a partially saturated, fully saturated or fully unsaturated three 
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to six membered ring optionally having one to two heteroatoms selected 
independently from oxygen, sulfur and nitrogen; 

wherein said substituent is optionally mono-, di-, tri-, or tetra-substituted 
independently with halo, (C i-Cg )alkvl, (C i-C g)alkoxy, amino, nitro, cyano, 
(Ci-Cg )alkyloxvcarbony[, mono-N- ordi-N,N-(C r Cg )alkylamino wherein said (C i- 
C g)alkvl substituent is optionally mono-substituted with oxo, said (C 1 -C g)alkyl 
substituent is also optionally substituted with from one to nine fluorines; 

wherein either R iy- g must contain V ; y or must contain VW -i ; 

Rjvj, Rjyg, Rjy ^and R iy-g are each independently hydrogen, a bond, nitro or 
halo wherein said bond is substituted with TW or a partially saturated, fully saturated 
or fully unsaturated (C rCi? ) straight or branched carbon chain wherein carbon, 
may optionally be replaced with one or two heteroatoms selected independently 
from oxygen, sulfur and nitrogen wherein said carbon atoms are optionally mono-, 
di- or tri-substituted independently with halo, said carbon is optionally mono- 
substituted with hydroxy, said carbon is optionally mono-substituted with oxo, said 
sulfur is optionally mono- or di-substituted with oxo, said nitrogen is optionally 
mono- or di-substituted with oxo, and said carbon is optionally mono-substituted 
with Tjy; 

wherein "Hy is a partially saturated, fully satu rated or fully unsaturat ed three 
to eight membered ring optionally having one to four heteroatoms selected 
independently from oxygen, sulfur and nitrogen, or, a bicyclic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 
rings, taken independently, optionally having one to four heteroatoms selected 
independently from nitrogen, sulfur and oxygen; 

wherein said T fy substituent is optionally mono-, di- or tri-substituted 
independently with halo, (C i-Cg )alkyl, (C? -C g)alkenyl, hydroxy, (C i-C g)alkoxy, (C i- 
C ^alkvlthio, amino, nitro, cyano, oxo, carboxy, (C i-C g)alkyloxvcarbonyi, mono-N- or 
di-N,N-(C r Cg )alkylamino wherein said (C i-C fi )alkyl substituent is optionally mono-, 
di- or tri-substituted independently with hydroxy, (C i-Cg )alkoxy, fC r C 4)aikylthio, 
amino, nitro, cyano, oxo, carboxy, (C i-C g)alky[oxycarbonvl, mono-N- ordi-N,N- 
(C r Cg)alkylamino, said (C^C glalkyl substituent is also optionally substituted with 
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from one to nine fluorines; and 

wherein Rivs and R^, or Riv. g and R iv- ?, and/or R i band R sy- g may also be 
taken together and can form at least one four to eight membered ring that is 
partially saturated or fully unsaturated optionally having one to three heteroatoms 
independently selected from nitrogen, sulfur and oxygen; 

wherein said ring or rings formed by R iv- g and R iv-g , or R iv-g and R iv./ , and/or 
Riv^ and Rj y_a are optionally mono-, di- or tri-substituted independently with halo, 
(C r Cg )alkyl, (C r Ct )alkvlsulfonvl, (C ?-C fi )alkenyl, hydroxy, (C i-C g)alkoxv, (d- 
C ^alkylthio, amino, nitro, cyano, oxo, carboxy, (C i-Cg )alkyloxvcarbonyl, mono-N- or 
di-N,N-(C i-C fi)alkvlamino wherein said (C i-Cg )alkyl substituent is optionally mono-, 
di- or tri-substituted independently with hydroxy, (C r C g)alkoxy, (d -C ^ai kylthio, 
amino, nitro, cyano, oxo, carboxy, (C y-C gtelkyloxycarbonyl, mono-N- or di-N,N-(C i- 
Cg )alkylamino, said (C i-Cg )alkyl substituent is also optionally substituted with from 
one to nine fluorines; with the proviso that when R iy. ? is carboxy! or (C rCj.) 
alkyicarboxyl, then R iv ^ is not hydrog en; 

and wherein said concentration-enhancing polymer is selected from 
hvdroxvpropyl methyl cellulose acetate succinate, hydroxypropyi methyl ceiiulose 
succinate, hydroxypropyi cellulose acetate succinate, hydroxyethyl methyl cellulose 
succinate, hydroxyethyl cellulose acetate succinate, hvdroxvpropyl methyl cellulose 
phthaiate, hydroxyethyl methyl cellulose acetate succinate, hydroxyethyl methyl 
cellulose acetate phthalate, carboxyethyl cellulose, carboxymethyl cellulose, 
carboxymethylethyl cellulose, cellulose acetate phthaiate, methyl cellulose acetate 
phthalate, ethyl cellulose acetate phthalate, hydroxypropyi cellulose acetate 
phthaiate, hvdroxvpropyl methyl cellulose acetate phthaiate, hvdroxvpropyl 
cellulose acetate phthalate succinate, hydroxypropyi methyl cellulose acetate 
succinate phthalate, hydroxypropyi methyl cellulose succinate phthalate, cellulose 
propionat e phthalate, hydroxypropyi cellulose butyrate phthalate, cellulose acetate 
trimellitate, meth yl cellulose acetate trimeliitate, ethyl cellulose acetate trimellitate, 
hydroxypropyi cellulose acetate trimellitate, hvdroxvpropyl methyl cellulose acetate 
trimellitate, hydroxypropyi cellulose acetate trimellitate succinate, cellulose 
propionate trimellitate, cellulose butyrate trimellitate, cellulose acetate 
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terephthalate, cellulose acetate isophthalate, cellulose acetate 
pyridinedicarboxylate, salicylic acid cellulose acetate, hydroxypropyl salicylic acid 
cellulose acetate, ethylbenzoic acid cellulose acetate, hydroxypropvl ethvlbenzoic 
acid cellulose acetate, ethyl phthalic acid cellulose acetate, ethyl nicotinic acid 
cellulose acetate, and ethyl picolinic acid cellulose acetate . 

14. (original) The method of claim 1 3, further comprising the step 
of adding an excipient to reduce the temperature required to form said molten 
mixture. 

1 5. (original) The method of claim 1 3, further comprising the step 
of mixing said molten mixture so that said molten mixture is substantially 
homogeneous. 

1 6. (original) The method of claim 1 3 wherein said molten 
mixture is formed by melting said concentration-enhancing polymer and adding 
said cholesteryl ester transfer protein inhibitor to said concentration-enhancing 
polymer. 

1 7. (original) The method of claim 1 3 wherein said molten mixture 
is formed by melting said cholesteryl ester transfer protein inhibitor and adding said 
concentration-enhancing polymer to said cholesteryl ester transfer protein inhibitor. 

18. (original) The method of claim 13 wherein said molten mixture 
is formed by mixing said cholesteryl ester transfer protein inhibitor and said 
concentration-enhancing polymer together to form a solid blend and heating said 
solid blend. 

1 9. (original) The method of any one of claims 1 , 6 and 1 3 
wherein said cholesteryl ester transfer protein inhibitor is substantially amorphous 
and said dispersion is substantially homogeneous. 
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20. (previously amended) The product of claim 25 wherein said 
dispersion has a single glass transition temperature. 

21. (canceled) 

22. (previously amended) The product of claim 25 wherein said 
composition provides in said use environment an area under the concentration 
versus time curve for any period of at least 90 minutes between the time of 
introduction into the use environment and about 270 minutes following introduction 
to the use environment that is at least about 5-foid that of a control composition. 

23. (previously amended) The product of claim 25 wherein said 
composition provides a relative bioavailability that is at least 4-fold relative to said 
control composition. 

24. (previously amended) The product of claim 25 wherein said 
cholesteryl ester transfer protein inhibitor has a dose-to~aqueous-solubility ratio of 
at least 1 ,000 ml. 

25. (original) The product of produced by the method of any one 
of claims 1-18. 

26-42 (canceled) 

43. (new) The method of any one of claims 1 , 6 and 1 3 wherein 

said cholesteryl ester transfer protein inhibitor is selected from: 

[2S,4S] 4~[(3 f 5-bis-trifluoromethyl-benzyl)-methoxycarbonyl-amino]-2-isopropyl-6- 
trifluoromethyI-3,4-dihydro-2H-quinoline-1-carboxylic acid isopropyl ester; 

[2S,4S] 4-[(3,5-bis-trifluoromethyt-benzyl)-methoxycarbonyi-amino]»6-chloro-2- 
cyclopropyl-3,4-dihydro-2H-quinoline-1-carboxylic acid isopropyl ester; 
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[2S.4S] 2-cycIopropyl-4-[(3,5-dichloro-benzyi)-methoxycarbony!-amino]-6- 

trifluoromethyi-3,4-dihydro-2H-quinoline-1-carboxylic acid isopropyl ester; 

[2S,4S]4-[(3,5-bis-triftuoromethyl-benzyl}-methoxycarbonyl-amino]-2-cyclopropyl-6- 
trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxyiic acid tert-butyl ester; 

[2R.4R] 4-[(3,5-bis-trifluoromethyl-benzyl}- 

methoxycarbonyl-amino]-2-cyclopropyi-6-trifluoromethyl-3,4-dihydro-2H- 
quinaline-1 -carboxyiic acid isopropyl ester; 

[2S.4S] 4-[(3,5-bis4rifluoromethyl-ben27l)~methoxycarbonyl-amtno]-2-cyclopropyl-6- 
trifluoromethyI-3,4-dihydro-2H-quinoline-1-carboxylic acid isopropyl ester; 

[2S.4S] 4-[(3,5-bis-trifluoromethyl-benzyl)-methoxycarbonyl-amino]-2-cyclobutyi-6- 
trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid isopropyl ester, 

[2R,4S] 4-[(3,5-bis-trifluoromethyl-benzyl)-methoxycarbonyl-amino]-2-ethyl-6- 
trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid isopropyl ester; 

[2S.4S] 4-[(3,5-bis-trifluoromethyi-benzyl)-methoxycarbonyl-amino]-2- 

methoxymethyl-64rifluoromethyl-3,4-^ihydro-2H-quinoline-1-carboxylic acid 
isopropyl ester; 

[2R.4S] 4-[(3,5-bis4rifluoromethyl-benzyl)-metho>(ycarbonyl-amino]-2-ethyl-6- 
trifluoromethyl-3,4-dihydro-2H-quinoline-1 -carboxyiic acid 2-hydroxy~ethyl 
ester; 

[2S,4S] 4-[(3,5-bis-trifluoromethyl-benzyl)-methoxycarbonyl-amino]-2-cyclopropyl-6- 
trifluoromethyl-3,4-dihydro-2H-quinoline-1 -carboxyiic acid ethyl ester; 

[2R.4S] 4-[{3,5-bis-trifluoromethyl-benzyl)-methoxycarbonyI-amino]-2-ethyl-6- 
trifluoromethyl-3,4-dihydro-2H-quinoline-1 -carboxyiic acid ethyl ester; 

[2S.4S] 4-[(3,5-bis-trifluoromethyl-benzyI)-methoxycarbonyl-amino]-2-cyclopropyl-6- 
trifluoromethyl-3,4-dihydro-2H-quino!ine-1 -carboxyiic acid propyl ester; and 

[2R,4S] 4-t(3,5-bis-trifluoromethyI-benzyl)-methoxycarbonyl-amino]-2-ethyl-6- 
trifluoromethyl-3,4-dihydro-2H-quinoline-1 -carboxyiic acid propyl ester. 

44. (new) The method of claim 43 wherein said cholesteryl ester 
transfer protein inhibitor is [2R.4S] 4-[(3,5-bis-trifluoromethyl-benzyl)- 
methoxycarbonyl-amino]-2-ethyl-6-trifluoromethyl-3,4-dihydro-2H-quinoline-1- 
carboxylic acid ethyl ester. 
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